There is no need to stress here the importance of Mellanby's discovery of the production and cause of experimental rickets in 1919 (Mellanby 1919) of which we now celebrate the fiftieth anniversary. I wish, however, to stress two points that might help to put this in true perspective. First, considerable confusion existed at that time in people's minds as to the diagnosis as well as to the cause and treatment of rickets. It is this that makes us better appreciate the brilliance of Mellanby's experimental work. The second point I wish to deal with later and to make it the major part of this paper, as this matter has not been adequately reviewed for many years. Here I will try to point out that Mellanby, I would expect inadvertently, did much more than tell us how to remove for evermore a serious disease which particularly seemed to affect the more developed nations of the northern hemisphere. His discovery also enabled us to unmask a large number of other diseases akin clinically to nutritional rickets, but in which the cause of the rickets (or osteomalacia) was not nutritional but was due to a wide variety of metabolic derangements. I hope to show that this second feature has led not only to still further lessening of human suffering, but also to very considerable increase in our understanding of the many intricacies in bone metabolism in normal subjects as well as in these patients. In other words the importance of Mellanby's discovery did not end in 1919. His work initiated a further most exciting chapter in medical research, which still seems to be expanding with increasing momentum. This later development has been almost entirely a clinical one and it illustrates how effectively the torch of progress can be passed to and fro between the laboratory and the clinic, both departments being utterly interdependent.
To illustrate the confused situation in 1919 I will quote from von Recklinghausen's major work (1910) and from Lawson Dick (1922) whose book was written after Mellanby's classic paper (Mellanby 1919) . These and other texts of the time clearly indicate the great problem in differential diagnosis in the case of diseases producing weakening and deformities of the skeleton. Lawson Dick noted that there was 'a large group of heterogeneous bone diseases which has in the past been greatly confused'. He goes on to consider scurvy, congenital syphilis, osteogenesis imperfecta, osteomalacia, achondroplasia and the various diseases called chondrodystrophia feetalis. It is obvious that the position was one of some confusion. Von Recklinghausen classified the rachitic-osteomalacic diseases under six main headings: (1) Porotic malacia. (2) Hyperplastic malacia. (3) Phlegmatoplastic malacia. (4) Metaplastic malacia. (5) Hyperostotic-metaplastic malacia. (6) Myeloplastic malacia. It is clear that he used the word 'malacia' in its literal sense as meaning 'softened' bone. Since his time the term has been much more narrowly defined. Studying his splendid atlas of drawings of sectioned bone and of microscopic appearances it seems clear that Group 1 must include among other things cases we would nowadays call rickets. Group 4 is his own diseaseosteitis fibrosa generalisatathe disease produced sometimes by an overactive parathyroid gland. Group 5 is Paget's disease. Group 6 could be osteogenesis imperfecta. I cannot guess what Groups 2 and 3 are without much further study, nor do I dare to speculate where he would have classified the many other similar diseases now known to exist. Clearly, what made it possible to study rickets so easily in those days was its relative commonness. Most children with deformed bones must have had rickets. Therefore I am the more puzzled to note that cod liver oil was not rapidly accepted as the specific treatment and that the discovery had to await the experimental studies. Lawson Dick, for instance, greatly doubted the efficacy of cod livere. oil while making it clear that some nutritional factor, probably the lack of protein, was the real cause. He criticised Mellanby's (1919) paper in no uncertain terms, quoting three other authorities with views similar to his. Indeed some of Lawson Dick's suggested treatments, with massage, skin friction and so forth, hardly suggests much advance in knowledge since the days of Glisson (1651). He attributed the alleged beneficial effects of skin friction with cod liver oil to the friction, since he said it worked as well when other oils were used. Glisson certainly had suggested unusual causes, for instance 'the soft and loose and effeminate constitution of either or both parents' and 'a delicate kind of life abandoned to ease and voluptuousness'. Making allowances for the fact that the dates were nearly three hundred years apart I do not see much to choose between the two. But the coming explosion of new knowledge was already under way.
Great credit must be given to the Medical Research Council's team for their study of rickets in Vienna 1919-22 (Chick et al. 1922 , Medical Research Council 1923 . They showed in meticulous detail that either cod liver oil or exposure of skin to sunlight would heal rickets, other things being equal, and that no other nursing, hygienic, infective or dietary factors could be implicated. After this outstanding report a new era had begun. I recommend strongly the study of the classic report from the Medical Research Council. The introduction in it by Professor Clemens Pirquet again reminds one of the medical background at the time. He states how he received the MRC team at his hospital without great expectations. He still thought rickets was an infectious disease, affecting children made susceptible to it by inherited and nutritional factors, as is the case with tuberculosis. However, he soon had to agree that overwhelming evidence was being produced that it was a disease of nutrition caused by a deficiency of a fat-soluble vitamin. The MRC report finally and unambiguously confirmed in man the animal experiments initiated by Mellanby.
The clinical importance of all this work was soon shown to be wider than may have been originally thought. Nutritional ricketsor osteomalacia, its adult counterpartcould now be defined by a new and more specific criterion, namely that of response to treatment. This led to more familiarity with the minutiae of clinical, radiological and biochemical changes occurring in nutritional iickets. Indeed, in the fifty years following the MRC repoit the only significant addition to the radiological signs they described in such detail has been the specific changes of secondary osteitis fibrosa, which are sometimes present with the rickets. This increased precision enabled some superficially similar diseases such as the various chondrodystrophies to be distinguished accurately and studied in their own right. This particularly interesting aspect is unfortunately beyond the scope of this paper. Furthermore, it soon became apparent that there were also many diseases, much rarer than nutritional rickets, in which the mimicry of the nutritional disease was very close, differing perhaps only in minor features, such as severity, age of onset and so forth. These diseases, however, did not improve at all with cod liver oil in the usual doses, and this feature served to separate them quite clearly from the nutritional cases. Their existence had been briefly described many years before but fuller descriptions were impossible before Mellanby's work. One of the first was that of the rickets produced as a result of chronic renal disease (Parsons 1927a); another was that of rickets accompanying coeliac disease (Parsons 1927b). The plot was thickening. Why on earth should a similar, perhaps identical, bone disorder follow three such different causes as a vitamin deficiency, damaged kidneys of any origin, and a form of intestinal malabsorption? Later work was to show that vitamin D, if given in doses a thousand times larger than those required to cure nutritional rickets, would heal the rickets in renal and cceliac disease but this hardly solved the mystery, indeed it confirmed it, for the response in these circumstances indicated that there was indeed a true rickets present in these latter cases. Soon after, classic studies were being reported in adult nutritional osteomalacia from China . Metabolic studies and improved techniques led to the discovery of interesting changes in calcium balance and plasma calcium, phosphorus and alkaline phosphatase levels that accompanied the healing of the osteomalacia on giving vitamin D. The Chinese workers later also studied renal rickets and showed that the resemblance to nutritional rickets was closer than previously expected, for both showed similar metabolic changes, in particular a gross malabsorption of calcium from the gut (Liu & Chu 1943) . It was suggested that 'in renal insufficiency a certain factor is produced or retained which inactivates vitamin D, rendering it ineffectual', thus leading to the observed increased requirements. All these studies set the stage for the further developments which wer-e to come in the next decade. Table 1 summarizes my view of the main discoveries of all five decades. The 1930s saw the discovery of a quite new form of non-nutritional rickets (Albright et al. 1937) . The term 'vitamin D resistant rickets' was coined to describe a foim of Table I The kinds of rickets (and osteomalacia) being discovered since Mellanby (1919) Table 4 Gluten-sensitive -Gluten-insensitive ISee about a thousand times higher -did heal the rickets, although with some risk of vitamin D intoxication since the high therapy dose was only just less than the toxic dose. I will criticize this theory later. An even more important advance was in the discovery of a new form of renal rickets, in which quite severe dwarfism and rickets could occur in the absence of much azotwmia. Indeed, the renal dysfunction comprised features not so much indicative of renalglomerular failure but of renal-tubular failure, that is, there were defects of urinary concentration, of regulation of plasma pH, and of reabsorption of glucose, phosphate and other substances filtered through the glomerulus. The first paper was by De Toni (1933) who, noting the presence of a clear renal glycosuria among other features, suggested the possibility of renal tubular dysfunction which he described as 'a functional multiple miopragia of the epithelial tubes'. Fanconi soon realized that an earlier patient of his (Fanconi 1931 ) also manifested such renal tubular dysfunction (Fanccni 1936). In the later paper he reported urinary excretion of 'organic acids' in large excess and speculated, correctly it eventually appeared ten years later, that these were really amino acids that were also failing to be reabsoi bed by the tubule. He also thought, again correctly, that the plasma acidosis was due to renal tubular failure. His greater emphasis and study of these features has led to the use of the term 'Fanconi syndrome' to describe this functional disorder and its skeletal consequences, but certainly 'De Toni-Fanconi syndrome' is an alternative valid description. The 1940s were important for the discoveiy of a remarkable new form of 'vitamin D resistant' rickets, or rather osteomalacia, in a girl of 14 by McCance (1947) . The studies showed what McCance preferred to call a 'raised resistance to vitamin D (RRD)', since again there was no nutritional deficiency and enormous doses were required to effect a healing. The main new feature was that once the severe osteomalacia was healed, treatment could be stopped, for the patient continued well, untreated, for very many years after (McCance, personal communication). We have also since published a similar case ourselves (Dent & Friedman 1964b) . These two are the only ones yet known to me and they allow of fascinating theoretical speculations. The patients were quite healthy and well otherwise, no other abnormalities relevant to a possible etiology being discovered on detailed investigation. More important than this, however, was the greater study in this decade of the renal tubular dysfunctions. Some of the children similar to those first described by De Toni and Fanconi, and soon after by Debre et al. (1934) , were found at post-mortem to have cystinosis, a most spectacular generalized deposition of cystine crystals throughout the reticuloendothelial system. This pathological finding had already been described by Abderhalden (1903) and by Lignac (1924), both of whom, however, felt they were dealing with a form of cystinuriathe disease with chronic cystine stone formation as its main manifestation (Garrod 1908 (1944) and I was fortunate soon after to be able to apply this to the analysis of complex biological fluids, especially for their amino acid content (Dent 1946) , thus opening up a new world of scientific exploration, hitherto inaccessible. This elegant method enabled, quickly and cheaply, specific semiquantitative studies to be undertaken of the amino acids, sugars and many other compounds in plasma and urine. In a very short time the presence of a generalized aminoaciduria was confirmed in cystinosis and in some related syndromes and shown to be caused by a renal tubular defect in reabsorption. The disease was, moreover, shown to be quite distinct, clinically, genetically and biochemically from stone-forming cystinuria. The latter was found to be caused by another form of ienal tubular dysfunction, which did not cause rickets. By way of special bonus, just as our techniques were ready, there presented at University College Hospital an important adult patient, the exact likes of whom we have not seen since. He had very severe osteomalacia and cirrhosis and showed also renal glycosuria, aminoaciduria and all the other findings of cystinosis, but when he died he did not have cystinosis, so he was described as having 'adult Fanconi syndrome' (Stowers & Dent 1947 , Dent 1947 . Finally the Albright group in Boston described in very great detail a new syndrome of 'nephrocalcinosis with renal rickets and dwarfism' and noted a specific defect of urinary acidification and ammonia formation in the renal tubule (Albright et al. 1940 ). They coined the term 'renal-tubular-insufficiency-withoutglomerularinsufficiency'. It must be stressed that their patients' renal tubular dysfunction was quite different from those of the various European authors mentioned above, as were many of the clinical features.
The 1950s now become complicated, so I shall deal separately later with the two particular sections shown in Table 1 as rectangles. It should first be noted that very little further of importance had happened since the 1920s in the field of classical renal rickets with azotaemia and predominant glomerular failure. Cases were described of rickets and of osteomalacia following deviation of urine from bladder to colon such as in the ureterocolostomy operation. These patients usually had some glomerular failure as well as tubular. Difficulties in collecting uncontaminated urine have impeded study here. An important advance was the discovery that the cause of the disease in most children with cceliac disease, and in many adults with steatorrhcea not due to an anatomical abnormality, lay in the gluten in the wheat (or rye) flour they were eating which caused a chronic inflammation of the mucous membrane of the small intestine. A gluten-free but otherwise normal diet cured not only the malabsorption but also the rickets if present. This led to the demonstration that patients with the remaining malabsorption syndromes not corrected by removal of gluten from the diet could still get rickets (or osteomalacia). Even the mild disorder of digestive function following the operation of partial gastrectomy has been noted to produce the occasional case of osteomalacia, even when no gross steatorrheea was induced. Another new development was the report that primary hyperparathyroidism had presented in a boy aged 12 years as rickets, rather than as osteitis fibrosa (Wood et al. 1958) . This patient has developed several recurrences of his parathyroid adenoma and has been referred to us for re-exploration. He behaves as if he has a slow-growing malignant tumour. Osteomalacia associated with the plasma chemistry of primary hyperparathyroidism is far more common in adult patients (Jowsey 1967) . Some, perhaps all, of these belong to the socalled tertiary form (Davies et al. 1968 ).
Table 2 shows in summary the above and other developments in the 1950s and 1960s in the type of disease usually called 'vitamin D resistant' rickets. Most of these present with rickets at 2-3 years of age but adults have now been noted, some with a renal hyperglycinuria, who presented with osteomalacia at 20-40 years of age, not having had rickets in childhood (reviewed in Dent & Harris 1956 , Frame et al. 1964 ). Furthermore, some of these also had neurofibromatosis (Hernberg & Edgren 1949 , Swan 1954 ). The 1960s led to further developments in this group. The majority of the infantile cases of 'vitamin D resistant' rickets could be shown to have inherited the disease fiom the action of a dominant sexlinked gene of weaker penetrance in the female than in the male (Winters et al. 1958 , Burnett et al. 1964 . Further knowledge of the disease, now more easily definable, showed how inadequate was the original concept of 'vitamin D resistance'. For instance, these patients do not mimic nutritional rickets very closely on clinical grounds, they never have a myopathy, never get tetany, nor hypocalcimia. Furthermore, while the rickets improved with high-dosage vitamin D it was difficult to heal it completely, and to restore normal growth rate. The most constant biochemical finding of a low plasma phosphorus level was only partly improved with the vitamin D. Finally, they were certainly not resistant to vitamin D toxicity. Yet another form of iickets has now been separated from these. In it there are slightly different clinical features but it has been discovered that administration of corticosteroid, as well as the effect of a severe upper respiratory infection with fever, may temporarily correct the low plasma level and high renal clearance of phosphate (Dent, unpublished results) . I provisionally suggest the name 'stei oid-sensitive vitamin D resistant' rickets for this. Finally, a baby with severe neurofibromatosis has been seen whose 'vitamin D resistant' rickets presented in infancy instead of in middle age (Dent & Smith, in course of publication).
There have been even more complicated developments in the past two decades in the various renal tubular disorders. The 1950s showed several attempts at classification, for instance those of Fanccni & Girardet (1952), Jackson & Linder (1953) , De Toni (1955), Roger & Prader (1957) , Stanbury (1958) and Fraser & Salter (1958) . Here I can deal only with my own attempt (Dent 1952) which badly needs to be brought up to date. In this latter (Table 3 ) 1 divided the functional disorders into 6 types showing varying degrees and combinations of tubular dysfunction, all having a common defect of phosphate reabsorption, this presumably being the necessary feature causing the rickets (or osteomalacia). Type 1 with phosphate loss only was my preferred way of looking at the so-called 'vitamin D resistant' group since they certainly all possessed a true renal phosphaturia. This, however, was attributed by many authors to a secondary hyperparathyroidism rather than to an intrinsic tubular defect, these same authors usually accepting the concept of 'vitamin D resistance' which I have criticized above. Because of many recent findings I still prefer to hold to my original view (Dent 1952 ) which I later realized had been previously thought of independently by Robertson et al. (1942) . The fact that this Type is now known to be unhomogeneous (Table 2 ) remains a serious criticism to its use as a diagnostic label. My Type 2 still stands (Anderson et al. 1952 ) but is very rare, and certainly some cases of Type 1 show mild renal glycosuria so are not too clearly demarcated from Type 2 by this feature. Type 3 is also very rare and no recent case has been forthcoming for more modern investigation. I suspect some may be incompletely developed cases of acquired Type 4 (see below). Types 5 and 6 are different degrees of the same condition so perhaps need not be given different names. A relatively new type, 'hypercalcuric rickets' (Gentil et al. 1962 , Dent & Friedman 1964a , is outside this classification for it manifests renal tubular proteinuria, renal aminoaciduria, hypercalcuria and phosphaturia. Table 4 is an attempt to indicate how this classification (Table 3 ) now seems to fit into the modern developments in this field. Its inadequacy is obvious.
Type 4 has expanded into so many syndromes and has contributed such a vast literature that I am aghast at the classification problem (see also Leaf 1966) . The name, Type 4, is useful to describe a very severe proximal renal tubular defect but in no sense is it a disease diagnosis. The first investigations in the 1940s had clearly indicated that something exciting was coming. Perhaps this contributed to the development of a dispute as to who was the first discoverer. The original work was reviewed in great detail by McCune et al. (1943) . This was still in the pre-chromatography era and inevitably confused cystinuria with cystinosis; nevertheless McCune et al. reviewed usefully all the previous literature on renal rickets and the 'Fanconi syndrome' and described also a new case of their own. This paper fixed the nomenclature in the English language, so our later adult case (Stowers & Dent 1947) was called 'adult Fanconi syndrome' without further thought. The eventual result was a detailed review of 38 pages by the distinguished Professor De Toni who dealt with the history of the discovery and which stated the evidence for his prior claim (De Toni 1956). I am not prepared to add fuel to the fire nor to use an extinguisher.
There is no need to go into further intricacies of the various Type 4 syndromes discovered in the two decades from 1950 to 1970. Cystinosis was well reviewed by Seegmiller et al. (1968) ; infantile Fanconi syndromewithoutcystinosis is rather rare -I have studied only 2 cases. One was published by Saville et al. (1955, Case l) , another by Illig & Prader (1961) . Dominantly inherited Fanconi syndrome was described by Sheldon et al. (1961) . Fanconi syndrome with glycogenosis was described by Odievre (1966) . Tyioseinxmia (or tyrosinosis) was reviewed by La Du (1966), and is the same disease that was described by Baber (1956) as 'Congenital cirrhosis of the liver with renal tubular defects akin to those in the Fanconi syndiome'. A typical case of adult-presenting Fanconi syndrome was well described by Milne et al. (1952, Case 1) . This patient was transferred to me for follow up and is still healthy and well on the standard treatment at the age of 69 years. Our original study of a large family, where we found 4 cases in sibs and thus established its likely mode of inheritance, is still that with the largest number of affected cases (Dent & Harris 1951) . Wilson's disease can present as rickets in childhood (Morgan et al. 1962) or as osteomalacia later (Lavelle 1964) . The group of toxic causes includes a heterogeneous collection of disorders including nephrotic syndrome (Hooft & Vermassen 1958) , lead and cadmium poisoning (Nicaud et al. 1942) , multiple myeloma (Horn et al. 1969) , obstructive uropathy and many others. More was added to the original paper describing the oculocerebro-renal syndrome (Lowe et al. 1952 ) by the studies of Denys et al. (1958) .
Theoretically, the most important new form of rickets in the 1960s (Table 1) is undoubtedly that which gives us the model for a true 'vitamin D resistant' rickets and enables us therefore to contrast this with the original so-called cases of this condition (Albright et al. 1937 ). In this disease described by Prader et al. (1961) , who called it 'Pseudomangelrachitis', we have a disease, inherited in a mendelian recessive manner, which exactly mimics very severe classical rickets, clinically, biochemically and radiologically. It does not respond to ordinary doses of vitamin D but with the usual massive dosages used for the metabolic forms of rickets with which the present paper is concerned, everything gets better; in particular the low plasma phosphorus rises to normal. We have had 3 similar cases of our own, one studied in detail (Dent et al. 1968 ). It is gratifying to diagnose and treat and a disaster when not diagnosed early enough, as we now know well from a recent case who did not get to us till she was 29. She is grossly dwarfed and deformed. Another form of rickets (or osteomalacia) is that due to chronic liver disease, usually cirrhosis. This had been thought to exist for some time before this decade (Atkinson et al. 1956 ) but has been a confused subject, osteoporosis being commonly present as well, and the patients often too sick to be studied in detail. A recent case of ours (Dent & Stamp, unpublished) has been illuminating since we were able to show that the osteomalacia was due to malabsorption of dietary vitamin D, for we quickly cured all the signs of osteomalacia with small doses (50 ,ug/day) given parenterally. Finally mention must be made of the extraordinary case of 'tumour rickets' described by Prader et al. (1959) . In this patient a true rickets seemed to develop in the face of a good diet during the time when a giant cell reparative granuloma was noted to develop. Removal of this latter surgically led to a healing of the rickets, so we have yet another unusual metabolic defect produced by a tumour, presumably another 'antivitamin D' compound as was postulated to occur in renal rickets by Liu & Chu (1943) .
The present very incomplete review (another recent one is by Arnstein et al. 1967 ) cites over 20 different forms of metabolic rickets, all curable as far as the bone disease is concerned, but none of which could have been clearly separated from the rest till Mellanby had taught us how to deal with nutritional rickets. We still have to learn more about the latter, however, and I like to think that it has been the interest of many doctors in metabolic rickets, now much more common than nutritional, which is helping us to unravel the last details of the nutritional form. I have shown in Table 1 how in the 1960s a flurry of excitement, which I expect to be the last, arose in this field. This was when rickets was noted to occur in large numbers of local and immigrant children, especially in Glasgow (Arneil & Crosbie 1963) . We clearly needed to be reminded to look out for people who have become careless with their vitamin supplementation and for others, with dietary habits different from ours, whose diet is inadequate in the less sunny British climate. Inevitably, some adult immigrants became similarly affected, and cases were also noted in adult British people who had dietary idiosyncrasies (Felton & Stone 1966 , Dent & Smith 1969 . Of more practical importance is the high incidence of osteomalacia being noted among our old people (Anderson et al. 1966 ). This may also be entirely dietary but we have some unpublished evidence suggesting that there may be an increased requirement of vitamin D in old age which would also, therefore, act as a predisposing factor.
The chemists were not slow in attacking the problem of the identification of the chemical nature of the vitamin D. All the original clinical work was done with cod liver oil and it was not then known for certain, for instance by the MRC team in Vienna, whether the active factor was the same as the other then known fat-soluble vitamin, vitamin A, or was some other substance commonly associated with it. It was of course soon shown to be different from vitamin A and to be a corticosteroid-like substance. Several variants exist and are active, and the daily requirement in adults is of the order of 2 ,ug (80 i.u.). This minute quantity of a pure substanceits activity is equalled only by that of vitamin B12 -taken daily makes the difference between a healthy strong skeleton and a severely diseased one. No wonder it took some time to identify. No wonder too that the chemists seemed happy to rest on their laurels and to be slow to note all the important post-Mellanby clinical discoveries, and that they might be able to' help to sort these out too. Quite recently, this chemical field, of extraordinary difficulty because of the complexity of the compounds and the minuteness of the quantities, is being again studied in an attempt to explain some old clinical observations, such as the slow action of vitamin D and the existence of many diseases in which rachitic bones require thousandfold doses (i.e. 1-5 mg) for therapy. Work currently being described seems to have proved that vitamin D itself is not the active vitamin but rather its breakdown product 25-hydroxycholecalciferol (Blunt et al. 1968 ). This latter compound, when given as such, is more active than the parent compound, and acts more quickly.
The really exciting news, however, is that in some of the forms of metabolic rickets, for instance in renal glomerular failure, there is a defect in the formation of this active compound and hence a form of 'vitamin D resistance' arises (Avioli et al. 1968 ). One can imagine that this necessary stage of vitamin D metabolism might be interfered with differently in the different syndromes. We should be able to keep the chemists busy for some time now and eventually to obtain from them more powerful and less toxic drugs with vitamin D activity, the dosage of which should also be easier to adjust. With their help, too, we shall be able to demarcate still further forms of metabolic rickets. I said earlier that I thought vely little had happened between Glisson in 1651 and Mellanby in 1919. I hope I have shown that a lot has happened in the next fifty years. I would like to conclude with two more general thoughts for consideration: (1) Is not the recent history of medicine much more exciting than the old, and does it not need far more attention from good historians? (2) How far can we really be satisfied by the accuracy of our interpretations of old records? In my original but not very old paper, 'Studies in the Fanconi syndrome' (Dent 1947), I described 3 patients with this disease. Case E C was studied in greatest detail elsewhere (Stowers & Dent 1947) . His severe osteomalacia was associated with hepatic cirrhosis from which he died. At the time his liver was analysed for cystine which was absent, and for various other less important substances. Some was ashed and I clearly recall it having a vivid green ash obviously due to a high copper content, but circumstances at that time prevented me from investigating this further. I became worried when no more adults with Fanconi syndrome and cirrhosis appeared among the hundreds of other cases of metabolic bone disease that were being seen. Eventually I found an aliquot of a 24 hour urine from Case E C in the refrigerator. This was analysed and found to contain a large excess of copper (Dent & Stowers 1965) . Foi these reasons I am now certain he had Wilson's disease. Case V R also had rickets and cirrhosis but was a child and our unpublished clinical data showed that there were other small differences from Case E C not then thought to be important. I now believe she had tyrosinemia (tyiosinosis). Case E B was poorly studied then but data I obtained from her several years later showed that for many reasons she did not have proper Fanconi syndrome. I am happy to correct the record here for the accuracy of future historians. I fear I might not have troubled to do so for my Cases V R and E B if I had not been asked to present this paper, and this makes me wonder how many other writers are uneasy about their early publications and how many ever trouble to correct them.
